Background: Despite screening campaigns, cervical cancers remain among the most prevalent malignancies and carry significant mortality, especially in developing countries. Most studies report outcomes of patients receiving the usual standard of care. It is possible that these selected patients may not correctly represent patients in a real-world setting, which may be a limitation in interpreting outcomes. This study was undertaken to identify prognostic factors, management strategies and outcomes of locally advanced cervical cancers (LACC) treated in daily clinical practice.
Background
Despite screening campaigns, cervical cancers remain among the most prevalent malignancies and carry significant mortality, especially in developing countries [1] . Each year, more than 500,000 new cases and 260,000 deaths are reported worldwide. Many patients are diagnosed with locally advanced stages. A concomitant chemoradiotherapy (CCRT), consisting of cisplatin based chemotherapy alongside external beam radiotherapy (EBRT), followed by brachytherapy is considered to be the standard care [2, 3] . A completion surgery may be performed, but the benefits are uncertain [3] [4] [5] . Previous literature has reported a 5-year overall survival (OS) ranging from 39.2% to 80% in locally advanced cervical cancer (LACC) patients (Table 1 ) [5] [6] [7] [8] [9] . Many prognostic factors were identified-patient characteristics (age [9] [10] [11] , performance status [11] , comorbidities [12, 13] ), disease characteristics (stage [6, 9, 11, 14] , tumor size [11] , lymph nodes metastasis [5, 6, 11] , histological type and differentiation [11, 15] ) and treatment characteristics (overall treatment time (OTT) [16] , concurrent chemotherapy [6, 15, [17] [18] [19] and brachytherapy boost [2, 6, 20, 21] ). However, 30 to 40% of patients with similar recognised prognostic factors seem to respond to treatments differently [22] . Biological theories are a current area of research, especially the analysis of the subpopulation of radioresistant tumour cells. The impact of human papillomavirus (HPV) status and variants on prognosis has been identified [22] [23] [24] [25] , and may lead to the development of antiviral anticancer treatments [26] . Another hypothesis may explain outcomes heterogeneities between publications and daily clinical practice. Most studies assessed prognostic factors and reported outcomes of selected patients receiving the standard care. It is possible that these selected patients may not correctly represent patients in a real-world setting. Therefore, it is of paramount importance to identify prognostic factors in such patients with LACC. This may play a crucial role in tailoring anticancer treatments. The aim of this study was to identify prognostic factors, management strategies and outcomes of LACC treated in daily clinical practice.
Methods
A retrospective study was conducted at the Lucien Neuwirth Comprehensive Cancer Care Center (SaintPriest-en-Jarez, France). The database was declared to the French Commission of Informatics and Freedom. The study was conducted in compliance with ethical standards and with the 1964 Helsinki Declaration. ). Patients were classified into quintiles according to their degree of deprivation, from 1 (least deprived) to 5 (most deprived). Alive patients were contacted in 2017 to obtain the most recent follow-up data.
Patient population

Work-up and treatment definition Work up
Pelvic magnetic resonance imaging (MRI) has been available since 2004, and Positron Emission TomographyComputed Tomography (PET-CT) since 2009. For patients included in ERRICC clinical trial (diagnostic performance of 18F-Fluodesoxyglucose -PET and diffusion-weighted MRI in the assessment of stage IB to IIB2 cervical squamous-cell carcinoma response to concomitant radiochemotherapy and brachytherapy, NCT01663753), para-aortic lymph node dissection was performed if no para-aortic involvement was highlighted on the initial PET-CT.
Treatment
A conventionally fractionated radiation scheme (1.8 to 2Gy per fraction) was performed by external beam radiotherapy (EBRT) on the pelvis +/− para-aortic lymph nodes (ei para-aortic lymph nodes involvement according to PET-CT or dissection), to a total dose of at least 45Gy. Pathologic lymph nodes received a higher dose. The clinical target volume (CTV) consisted of the gross tumour volume (GTV), uterus, parametria, vagina at least 2 cm below the GTV and the pelvic lymph node regions. The planning target volume (PTV) consisted of the CTV with additional 1 to 2 cm margins. Doses were prescribed and recorded in compliance with the international standard. All treatment plans were optimised according to dose limits for organs at risk. Threedimensional conformal radiotherapy (3D-CRT) was already available before 2004. For 3D-CRT, dose-at-apoint prescription was performed, according to the International Commission on Radiation Units and Measurements (ICRU)-50 and − 62. The ICRU point should be located in the central part of the target volume (centroid), and if possible at the point of intersection of the beams. In addition, the dose received in each point of the target volume should be between 95% and 107% of the prescribed dose.
Intensity modulated radiotherapy (IMRT) was used since 2008, and volumetric modulated arc therapy , or weekly carboplatin area under the curve (AUC) 2 where cisplatin was contra-indicated. This was followed by intracavitary brachytherapy, using a ring and tandem applicator (Nucletron, Sweden from 2004 to 2012; Varian, USA since 2012). Pulsed-dose rates (PDR) with an Iridium-192 stepping source were used. Continuous hourly pulses were delivered 24 h/day. Treatment planning was based on computed tomographyscan (CT-scan) based dosimetry. Doses were prescribed at point A, according to the American Brachytherapy Society guidelines, and were ≥60Gy. Dose constraints to the bladder and to the rectum were reported according to the ICRU-38 recommendations. No concurrent chemotherapy was delivered during brachytherapy. Finally, colpohysterectomy with bilateral adnexectomy and pelvic lymphadenectomy (CHL) could be performed following a multidisciplinary team decision. Because no recent prospective clinical trial has demonstrated equivalent outcomes with or without completion surgery, CHL was performed for each patient, except in cases of inclusion in ERRICC clinical trial, contra-indication or refusal.
Statistics and results
Local response to treatment was assessed through histological examination. Efficacy and toxicity of treatment were assessed every three to six months during the subsequent five years, based on physical examination. Biopsies were systematically performed in cases where there was suspicion of tumour recurrence. Local failure was defined as any recurrence in the cervix, parametria, vagina or uterus. Survival rates were calculated from diagnosis to the occurrence of the studied event. The Kaplan Meier method was used to obtain curves of overall survival (OS), disease-specific survival (DSS) and disease-free survival (DFS). 5-year OS, 5-year DSS and 5-year DFS were given with their 95% confident interval (95% CI). Median values were given with their interquartile range (IQR). All p values were nominal without adjustment for multiple testing. Significance was defined by p < 0.05. The multivariate analysis was performed using a Cox multivariate analysis based on the significant factors in univariate analysis (log rank test). The multivariate model was refined using the Akaike Information Criterion (AIC). Statistical analyses were processed with R-3·2·2 (R Core Team. R Foundation for Statistical Computing, Vienna, Austria).
Results
Patient characteristics (Table 2) A total of 94 patients fulfilling the inclusion criteria were identified. Median age at diagnosis was 63.0 (IQR = 51.3-75.0), with 46.8% over 65 and 39.4% over 70. Performance status was 2 for 10.6% of the patients. Charlson combined age-comorbidity index was 0 for 9 patients (9.6%), 1-2 for 29 patients (30.9%), 3-4 for 31 patients (33.0%) and ≥ 5 for 25 patients (26.6%). The EDI revealed that 53 patients (56.4%) appeared to have social deprivation (quartile 4 and 5). Tumours were classified as follows: 10 IB2 stages (10.6%), 21 IIA stages (22.3%), 48 IIB stages (51.0%), 4 IIIA stages (4.3%) and 11 IIIB stages (11.7%). Pelvic lymph nodes were involved in 34.0% of patients. The two main histologic types were squamous cell carcinoma (76.6%) and adenocarcinoma (14.9%). A non squamous cell carcinoma was reported in 32.4% of patients > 70 years. The mean pre-radiation haemoglobin level was 12.9 g/dL.
Work-up and treatment (Table 3) The initial work-up included MRI for 92.6% of patients, cystoscopy for 35.1% and PET-CT for 33.0%. An optimal CCRT (i.e. concurrent chemoradiotherapy with at least five cycles of chemotherapy followed by a uterovaginal brachytherapy) was performed in 41 patients (43.6%). IMRT or VMAT were delivered to 37 patients (39.4%). Regarding patients treated in 2011-2014, IMRT or VMAT were performed in 85.2% of cases. The median pelvic dose was 46 Gy (IQR = 46-48), with 1.8-2.5 Gy per fraction. The median number of fractions was 23 (IQR = 23-25). Concurrent chemotherapy was delivered in 81 patients (86.2%), mainly with cisplatin (79.0%). The mean number of chemotherapy injections was 4 (IQR = 3-5). Brachytherapy was delivered to 73 patients (77.7%), mainly with PDR (n = 72, 76.6%). The mean brachytherapy dose was 25 Gy (IQR = 24-30). The median OTT was 56 days (IQR = 50-63).
Most patients underwent completion surgery (n = 77, 81.9%), mainly with CHL (n = 67, 71.3%). An additional para aortic lymphadenectomy was performed in 30 patients (31.9%): 23 before the chemoradiotherapy (24.5%), and 7 simultaneously with the pelvic surgery (7.4%). Para-aortic lymph node involvement was reported in 4 out of the 7 patients undergoing a post radiation lymphadenectomy.
Survival (Fig. 1) With a median follow-up of 43.8 months, the median OS time was 7.6 years. The median DSS time was 
Discussion
This retrospective study highlighted that only a minority (43.6%) of LACC patients underwent the standard care. This was previously suggested in 15, 194 American cervical cancer patients, with only 44.3% receiving the standard care [2] . Similar data was found in young LACC patients (< 65 years), with only 44% undergoing radio-chemotherapy for at least four concurrent cycles and brachytherapy [27] . Worse, only 25% completed the treatment in less than 56 days. In the present study, the OTT was longer than 56 days for half of patients. Although an OTT ≤ 56 days improves the pelvic control, it does not seem to impact anymore on OS and DSS since concurrent chemoradiation was developed [28, 29] . American studies had shown that high volume centres, higher density of radiation oncologists, academic centres, comprehensive community cancer centres, private insurance, higher income, and younger age were all associated with an increased likelihood of receiving standard care, whereas Black patients were less likely to receive standard care [2, 11, 27] . Adherence to standard care in high volume centres with high density of radiation oncologists probably reflects that access to the multidisciplinary resources needed (gynaecological oncologists, radiation oncologists expert in EBRT and brachytherapy, anaesthetists, operating suites, other radiation facilities equipped with a brachytherapy) and coordination are challenging. Territorial or socio-economic inequalities could not be accurately studied in this mono-centric study. Data from other European cancer care centres is needed.
We found that there was a trend towards decrease of adherence to standard care with age. However, the main characteristic associated with adherence to standard care was the performance status. This data suggests that deviation from the recommended treatment could result from treatment tailoring. Incidentally, overall survival was not significantly higher for patients receiving standard care than for others. Conversely, overall survival was significantly lower for patients who did not undergo a completion surgery, probably reflecting their frailty (contraindication to surgery) more than surgery benefit.
The fact that many publications only included patients receiving standard care widely restricts the external validity of researches [5, 8, 28] . This point raises serious concerns on outcome interpretation since it was demonstrated that deviations from standard care in multi-centre phase III clinical trials was associated with decreased survival [2, 28, 29] . Moore et al. analysed the treatment received by 1490 patients with a LACC, treated in Gynecologic Oncology Group (GOG) phase I-III trials [11] . Even in well-conducted clinical trials, the treatment significantly varied with age. Brachytherapy was reported to be performed less often in elderly patients, although it has been suggested it is safe among the oldest patients [11, 14, 21] . In the present study, brachytherapy was delivered in only three quarters of patients. Previous studies assessing real-life practice have shown similar data (55% to 88% in North America) [21, 30] . Yet, OS and PFS were proven to be increased by brachytherapy and survival rates of patients receiving brachytherapy were higher than patients treated with external boost [2, 20, 21] . Guidelines recommend delivering high dose rate (HDR) brachytherapy, planned with CT-scan or MRI [29, 31] . However, as it has been suggested that CT-scanning can overestimate the tumour width compared with MRI, MRI-based brachytherapy might allow a better dose-volume adaptation and dose escalation [32] . Consequently, MRIbased brachytherapy could give better local control, and fewer side effects [31] [32] [33] [34] [35] [36] [37] . It therefore seems to be an interesting option, even in poor condition patients, for which brachytherapy tolerance is sometimes questioned.
Patients > 65 years old represented less than 1% of the overall population in randomised clinical trials assessing concurrent cisplatin-based chemotherapy [17] . This result suggests that the standard care was not properly assessed in the geriatric population. The absence of a consensus concerning elderly-population-adapted treatments makes any therapeutic decision difficult. An onco-geriatric evaluation should therefore be performed before any treatment, in order to optimise the therapeutic strategy. In older people, comorbidities associated with cancer are known to induce poorer prognoses and lower adherence to standard care [12, 13] . In the present study, the Charlson combined age-comorbidity index revealed severe comorbidities in 26.6% of patients, at least partly explaining why a concurrent chemotherapy was only delivered in 86.0% of patients, with 68.1% receiving cisplatin. The RetroEMBRACE international cohort study reported that 76.5% of cervical cancer patients were prescribed chemotherapy between 1998 and 2012 [6] . The American National Cancer Database reported very similar results, with 74.7% in 2004-2012 [2] . However, chemotherapy is known to impact the OS. The Cochrane review reported a 6% improvement in 5-year OS with chemoradiotherapy, an 8% improvement in 5-year progression free survival (PFS), and a 9% improvement in 5-year local control [17] . The absolute benefit in OS and PFS was estimated at 12% (95% CI = 8-16) and 16% (95% CI = 13-19) respectively [18] .
Age and comorbidities did not appear to impact EBRT treatment. In the present study, EBRT was always delivered, with a median pelvic dose of 46 Gy (IQR = 46-48). Technically advanced EBRT was used, often with IMRT or VMAT. IMRT is currently the recommended radiotherapy technique to treat LACC. It has been shown to preserve critical organs better than 3D-CRT, particularly bone marrow and bowels [38, 39] . It may enable the intensification of radiosensitisation or the addition of adjuvant treatment, particularly in cases with poor prognostic factors. One of the most important poor prognostic factors is lymph node involvement, which was reported in 34.1% of participants in this study. It was statistically associated with lower OS, as described in the GOG phase I-III trials analysis [11] . When stratified by FIGO stage, the hazard ratio associated with positive lymph nodes is estimated at 3.3 (95% CI 2.8-4.0) in cervical cancer patients [9] . The presence, in addition to the level, of nodal spread were described as prognostic factors of OS [5] . This strong association between lymph node involvement and OS could therefore suggest identifying LACC with and without lymph nodes involvement, and to consider different therapeutic strategies. • We accept pre-submission inquiries
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